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(54) Tftfe: RECOMBINATION SUPER COMPOUND INTERFERON USED AS HEPATITIS B SURFACE ANTIGEN 
AND E ANTIGEN INHIBITOR 



00 

o 

oo 



y ii » n 41 si 

♦1»C0 L P 0 T HSt 6 H ft R A L I L L A 
1 ATGTGTGATT TACCTCAAAC ICATKffCTT 66TMCCQTC GCCCTCTGXT 1C1GCT6GCA 
TACACACTAA ATGGAGTTTG ASTAAGA8AA CCATTGGCAfi OGCGAGACTA AGACGACCGT 

y 11 tl 91 I 11 

+t 0 « ft ft I *- P f -S C L K 0 RHPF « F P 
61 CAGATCCCTC 6TATTT0CCC 6TTTAGCTGC CTGAAAGACC GTCACGACTT CGGCTTTCCC 
GTCT*XCA6 CATAAAGGGG CAAATCGAOG GACTTTCTGC CAGTGCTGAA G0CGAAA6GC 

y 31 - 41 $1 *! . 71 

+1 0 £ £ F 0 « W 0 F q JC A 0 AISV L H E 
121 CAA6AAGAGT TCGATGGCAA CCAATTCCAG AAAGCTCAGG CaMCTCTOT ACTftWCGAA 
CTTCTTCTCA AGCTAO0GTT GGTTAAGGTC TTTOGAGTCC GTTAGAGACA TGACGTQCTT 

y 91 1 11 U 31 

+1 M I 0 0 T F M L F S TK0 S S A A WOE 

Itl ATGATCCAAC AGACCTTCAA 0CT6TTTT0C ACTAAAGACA GCTCTCCTGC TTGGSA06AA 
lACTAGGTTfl TCTGGAAGTT C8ACAAAACC TGATTTCTGT CGAGA0GAC8 AAOCCTGCTT 

y SI CI 71 II 91 

♦ISLL CKFt^ftl. TOO L M D L. E A C 
241 AGCTTGCTGG AGAA6TTCTA CACTGAACTG TATCAGCAQC TGAAC6A0CT GGAAGCATGC 
TCCAAOGACC TCTTCAAGAT CTGACTTGAC ATAGT06TGG ACTT6CTGGA CCTTOSTACG 

y 11 11 « • 41 Jl 

EV6V EET P I I « V 0 S I L A 
»t GTAATCCAGG AASTTGGTGT AGAAGAGACT OCGCTGATGA ACGT08ACTC TATTCTGQGA 
CATTAGGTCC TTCAAOCACA TCTTCTCTGA GGOGACTACT TGCAGCTGAG AT AAGACCGT 



(57) Abstract: The present invention relates to the use of recombination super compound interferon (rSIFN-co) as hepatitis B 
surface antigen and antigen inhibitor, in which the space structure f said interferon protein has been changed. 

UM*H) 



(57) 1*9 

*»W«^iia*TafiJR26raft«ttM*^Jt^ilt* (Recombinant 
Super Compound Interferon, rSBFN-co) Z,MJff &%LWftMM e ifcJI#Pf&!frJftj 
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HBsAg> HBeAg^Wfflf&lflOS. 

»««fflI#IgW^i»I^I»-ft^raftf^, *H1MII 4695623, 
4897471 ^XtJIW^tttBftllrjfHi^. BfiEU rSIFN-co A^rWW^FtW^ 
tt, HH^jfil 5372808 7 

ffiMW^JC-^=Ftt*^JT^»^Tfe» 4»H^*I 97193506.8 £JF7&Jl^g. 

tfS^CFDA^^ 1997 ^m^tmrmm Amgen ^JJB^flFltei^tt rSIFN-co 

M^ZsM^^mx^m, %wm&mm$im (HBsA g ) phm e $tM 

#«f#maaw; dna » rna itt^js . ^iex5f^*«i«#^ffl m±smm 
mmmm^mmmKMo ^m^^m^Rmn^mm dna si rna, ^ts 

fflftm , Jxm^mmmm^^^m^^xMTmMz.m^mm dna 
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HBsAg ftJR. HBeAgttJR&Jflt&Jf&SUT^WBfla. 

W1»5£T, *f£ DNA »^3niafTTm«fftTf-, fcJ§Al*jfc£ rSIFN-co £ 
-£fi<J cDNAISo 

*&E3Rfl§M. DNA fibMfF±3t rSIFN-co cDNA fleWJ&IMMWT 
ft® PbadB^^TTO rSIFN-co S@^&«*r 0 i£— W&^*t«#/j&ffc£ 

&«t«tttta*JftftM^"4»J|fS^ttiHfi. pH «e> iptg fl§94MMfc 
* l^^nA iptg l!94ft^Nro^^7%J[«ms^. SaiOTWIt^ , 

H&£lttiiBJM£l (AraC) ^UUWBfeTXtPBADa^fi&WiW^, 

raw- "wimbw- Arac i&m° xnsMmmfe pbad js^^t^sh 

&J&K«i (2)P B ADB^?^6<3^^jinAWL-Psrfe^»J*^ft^o & 

&&m& t &ft&ta1a iptg ^aofirMWttjiSt. 

#fi«ffcifc#'&«#, laWM, ^#T^c 
**»Atta3lETfi!Rl#Wtfl«| rSIFN-co S& Wffl^ftWWW^jfPite*^. 
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fi«ww««, #*t**a.a, mmm> mmrn, m%m> mmm* 
mnm, mum, mm. w^tmm^m. 

mi 

S 1 : 3j rSIFN-co ft DNA ffHBJ&U lUiUitf ttlOIW&ll 

0.3ml, 9X10 6 IU/3l, ^3kWJ£ig#*£SfiJE£ PXlO^/ml 4°C#Mt 

2.2.15 ffflJ!&: Z^MtfF3fc^$(HBV)DNA jS^^^AFF?Smjife(Hep G2)ft 
2.2.15 *fflJ§&H, §tH Mount Sinai E^4"C*tW. 

Eagles MEM Gibco ^J^ift; Jft*N&L*», Hffl HycloneLab 

^j^iS; G-418(Geneticin), MEMSefO, Hffl Gibco ^^jS; L-^gUSc, 
**WMH^&fl!»n4Hfc HBsAg, .HBeAg Btt^&ftMfe*. i®g*H 

ntt*^*^*ft«*WBWi mv%mrr&; Lipofectm, m 

m Gibco ^j^ift. . 

^Ifefflft&ft** ^TunclonTM; 96 ?L&> 24 ?L Hffl 

Coming HfflShel-Lab^fn; 
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MEMi##$j£l00mlt /frl&qr&M 10%, 3%®%M1& 1%, G418 380ng/ml, 
50U/mlo 

Witts* 

2.2.15 f®m%$^: &&ffi 2.2A5 ®mffi%ftMMn 0.25%mm, 3TCffiil3 

im^mfrfy, i:3^, io x&m. 

mmmit, ie$ iM^wft- io tj^mm, 96 ?t*»L 200^1, 37-c 

5%co 2 ^#24/jNBt, mm^^m^m^^ uti^ntf^tfflf 
i.8xio 7 iu/mi mm, 2 inmmux 96 nmmm^u, rn^rn 3 ?l, 

±m^%^, i5%% 3 ; 5o%^2 ; 25%^ i ; %m^%Qo Ttn^m&mmw-ty 

mmm^M^nPl%o & Reed Muench ^T+^^i^W#«(TC50)^^^5c# 
<TCO)„ 

50-B 

TC50=Antilog(B+ xC) 

A-B 

A=log>50%l§^f^^ B=log<50%l§#jm^ C=log^#^m 
XtHBeAg. HBsAgWfJ^: U^ikHBeAg^ HBsAg Kte^M, ffl&M 

mm., mmMmMRyfnmmmm^mm.. nw\- 70 75^ 2.2.15 6 ?l 

*fflJM#^, «L3ml, 37°C5%C0 2 ^#24/jNBif, tittmfo&VlT 3 

5^##S#80&4.5XlO 6 IU/mk 1.5 X lO'TU/mK O.SXIO'TU/mU 0.17 
X10 6 IU/mk ffl 0.056 X10 6 ,W^ 1 ?l, 37^5%C02^#, ^ 4 ^J^^foglS 
*«F#, M 8 ^B«^#^, -20 W&^# 0 ^M=ftfc, ##J$!l£ HBsAg 
*0 HBeAgo HBsAg ffl HBeAg mfe^m^mn&M&^iklj&^MffiftffiJ* 

^^•H-#: iMiM cpm ^iMWi, P/N^nftJfiiim 

^^(o/ 0 ), ^^^C^aC50)^it#3tlife(SI). 

*fflfl&tfJM cpm-^^m. cpm 

(Din:M^!lW^(%)= xioo 

IfflflMM cpm 
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®ttmm&M&m*minm3L ac5o>» 

50-B 

IC50=Antilog(B+ XC) 

A-B 

A=io g >5o % mm&st B=io g <5o % c=i og mm&m 

®a$Tfi(sift*i!!iiaiimfa*4 2.2.15 mmm^KM hbsas m 
HBeAg ft&#&&(s]), &&rtmmmmifomMffi&(sr) : ftno 

SI= 

IC50 

<D£Jl t ^^feit##ll#jS HBsAg> HBeAg 3Wjfc&fa cpm fi€)M#J . 

Southern blot: CD2.2.15 ^HJiiif*} HBV— — DNA $kM: 2J2.1S MffibumjsUgft 

&j&mmn2ik, mm io,ooo g ^i>, vutm. i&^zmmmm., jcs^, 

Wfc=f- 20ul TE mtttitf* . A 6X DNA #n n p^^, 1.5% 

iMBItJR±%», IV/cm, Hffi, 14-18 <httt. (DMfe. %JR^*J«^P HQ, 

®mm-. ^^DNA^SHybond-Nj^±o m£&&& 

jg^H (TO) flfcJfc1Wft##J5M*P6> »W^ffTOSft«ff*C+* 

ihAbattit^lSM, ThUm^ffi Fisher flMftlft, it*^)N-&# Student t mm 

^c#^JgiPA 2.2.15 *fflJM# 8 ^, ftSkft^tt**^:**** 9.o±o 

X 10 6 IU/ml M HBeAg W^F^fflffel^^ 46.0+5.25% (PO.001), IC50 ^7 4.54 
±1.32X10 6 IU/ml, SI 3j 3.96; 5tf HBsAg MWftJffcl** 44.8± 

6.6%, IC50 6.49±0.42X10 6 IU/ml, SI 3j 2.77» Sift, S^^^C 
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a. 






300 IU; 


b. 






0.2 


c. 






2.5 


d. 






4.0 *j£; 


e. 






20 *3£? 


f. 






o.i *#, 


g- 






Si.o*3K 











&ilitl»«)stlft, 8±2°c, %#^%l^^Aitt^^^iHHE7S#«c 

+ . #-^J*^« 1.0ml, ^tfflaiQrfftt^lrfil. 

a. :Mffi%X*?ttJE 300 7JIU; 

b. 0.2 *j£ ; 

c. »szi 2.5*j£ ; 

d. 4.0 

e. £fjH$|ffF 20*^; 

f. MZi^^iUMMMAM o.i*51-i 

g. ffltfffl* S«taSi.o*?h. 

ScAh^»». ffl3E*3E«iJ8Sat7K#J», MRsttiMB o.22nm ?L 

e*w»*is«. 8+2-c, ^LW^m^mw^^jm^m^mm^ 

#+. ^H^WW*, l.Omlo ^^p° n S2-io°CTflt^#o 
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ft^*— #*l*y^i5WZ.MifF*«i# DNA ^rfllffelflsjB, MRtt HBsAg. 
if7^ 4695623 4897471 JlrJS^tt^*^*^**^^^**^. 

J§ Pbad« 

cDNA, J.K^«ig«±*«W«SttMf^ffijS«iaE. 

7> -ft^fcjfW* l A 2 +j^ttMl*^*^tt*W^x2. 



14 
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13 > nmMIM&TftXte&l&Wffl&mM $tfiin DNA> HBsAg R HBeAg 

tt&tttt&Jl, WW* l & 2J*f»»ZiSJIBfe, ({I^ftil^ 
jfc) ¥MffF&> praiff&, K*e«tTZ.M#?iajff|fe!2Jl^tt*¥ 

^ZiSUFHfe. EBJ»*tf^ HTVJSUlu jfS^i^ (EB, CML, #-^^#). 

i4, fernum* i m 2 smto&m. %&m&mmM$in.-&TVtmm& 

##a, fK jlflfet CiO la, 2b *so ** j e«t#. 

A, JM&lfl\ &TftftK #f*l> tt«*>H«*«a>*. 

#^l^9Mg, 15nfi, ^3&, ^7®24^o 
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5' 11 21 31 41 51 

+1MCD LPGT HSL GNR R A L 1 LLA 
1 ATGTGTGATT TACCTCAAAC TCATTGTCTT GGTAACC6TC 6CGCTCT6AT TCTGCTGGCA 
TACACACTAA ATGGAGTTTG AGTAAGAGAA CCATTGGCAG CGCGA6ACTA AGACGACCGT 

5' 71 81 91 1 XI 

HOUR * -I S- P- <F-S C L K 0 R H 0 F G F P 
61 CAGATGCGTC GTATTTCCCC GTTTAGCTGC CTGAAAGACC GTCACGACTT CGGCTTTCCG 
GTCTACGCAG CATAAAGGGG CAAATCGACG GACTTTCTGG CAGTGCTGAA GCCGAAAGGC 

5' 31 • 41 51 61 71 

*i Q E E FOGN G F Q KAQ AIS V LHE 
121 CAAGAAGAGT TCGATGGCAA CCAATTCCAG AAAGCTCAGG CAATCTCTGT AGT6CACGAA 
GTTCTTCTCA AGCTACCGTT GGTTAAGGTC TTTCGAGTCC GTTAGAGACA TGACGTGCTT- 

5' 91 1 11 21 31 

+1 M I 0 QTFN LFS TKO SSAA WOE 
181 ATGATCCAAC AGACCTTCAA CCTGTTTTCC ACTAAAGACA GCTCTGCTGC TTGGGACGAA 
TACTAGGTTG TCTGGAAGTT GGAGAAAAGG TGATTTCTGT CGA6ACGACG AACCCTGCTT 

5' 51 61 71 81 91 

+1SLL EKFY.. TEL-YQO L N 0 L EAC 
241 AGCTTGCT6G AGAA6TTCTA CACTGAACTG TATCAGCAGC TGAACGACCT GGAAGCAT6C 
TCGAACGACC TCTTCAAGAT GTGACTTGAC ATAGTCGTCG ACTTGCTGGA CCTTC6TACG ■ 

5' 11 21 31 • 41 51 

+LVIO EVGV EET PLtt MVOS iLA 
301 GTAATCCAGG AAGTTGGTGT AGAAGAGACT CCGCTGATGA ACGTCGACTC TATTCTGGCA 
CATTAGGTCC TTCAACCACA TCTTCTCTGA GGCGACTACT TGGAGCTGA6 ATAAGACCGT 
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